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METHOD OF MAGNETIC RESONANCE IMAGING 

This invention relates to improvements in and 
relating to magnetic resonance (MR) imaging of blood 
perfusion in vascularized organs of interest , e.g. the 
myocardium, the kidneys, the brain, the liver and in 
particular imaging of myocardial perfusion. 

Viewed from one aspect the invention provides a 
method of first pass, contrast enhanced organ perfusion 
magnetic resonance imaging of a human or vascularized 
animal subject, wherein a MR contrast agent composition 
is administered into the vasculature of said subject and 
magnetic resonance images are generated of slices 
through a vascularized organ of said subject during the 
passage of said agent through the vasculature of said 
organ, and wherein said contrast agent comprises a 
particulate superparamagnetic metal oxide and in that 
said images are generated using a T 2 -weighted Turbo 
(fast) spin-echo sequence and wherein said vascularized 
organ preferably is the myocardium, the kidneys, the 
brain or the liver, and more preferably the myocardium. 

In the field of cardiac imaging using magnetic 
resonance there has recently been great interest in the 
study of myocardial perfusion. Perfusion deficits 
revealed by such studies indicate areas of actual or 
potential damage to heart muscle, for example as a 
result of coronary infarction or total or partial 
arterial occlusion, and the technique can be used to 
monitor and assess the success of pharmacological or 
surgical attempts to reperfuse areas of perfusion 
deficit . 

To date the major thrust has been in the 
development of first-pass myocardial perfusion imaging 
using ^-weighted sequences and low molecular weight 
gadolinium chelate MR contrast agents, such as 
gadodiamide (Omniscan®, Nycomed Amersham) and 
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gadopentetate (Magnevist®, Schering) , agents which 
distribute throughout the extracellular space, i.e. 
within both the blood vessels and the interstitium. 
Generally the MR image acquisition sequences used have 
been very fast gradient-echo sequences or multishot echo 
planar imaging (EPI) sequences which rely on fast read 
out and a short TR in order to achieve sufficient 
resolution and acquire images of multiple slices through 
the heart in each heart beat. Such sequences usually 
acquire 3 or 4 slices each heart beat or 6 to 8 
interleaved slices in two heart beats and the in-plane 
resolution is generally about 2 to 3 mm. 

We have now found that increased resolution can be 
achieved by using a particulate superparamagnetic metal 
oxide contrast agent, in particular an ultrasmall 
superparamagnetic iron oxide (USPIO) contrast agent, 
rather than a soluble gadolinium chelate, and by the use 
of a T 2 -weighted Turbo (fast) spin-echo sequence. 

Viewed from a further aspect the invention 
therefore provides a method of first pass, contrast 
enhanced myocardial perfusion magnetic resonance imaging 
of a human or vascularized animal (e.g. mammalian, avian 
or reptilian, but preferably mammalian) subject, wherein 
an MR contrast agent composition is administered into 
the vasculature of said subject and magnetic resonance 
images are generated of slices through the heart of said 
subject during the passage of said agent through the 
vasculature of said heart, and wherein said contrast 
agent comprises a particulate superparamagnetic metal 
oxide (preferably an USPIO) and in that said images are 
generated using a T 2 -weighted Turbo (fast) spin-echo 
sequence . 

Viewed from a yet further aspect the invention 
provides a method of generating MR images of a human or 
vascularized animal subject, previously administered 
with a MR contrast agent composition comprising a 
particulate superparamagnetic metal oxide (preferably an 
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USPIO) , which method comprises generating a first pass 
contrast enhanced organ perfusion MR image of slices 
through the vascularized organ of said subject and in 
that said images are generated using a T 2 -weighted Turbo 
(fast) spin echo sequence. Preferably the organ is the 
myocardium, the kidneys, the brain or the liver, and 
more preferably the myocardium 

Viewed from a still further aspect the invention 
provides the use of a particulate superparamagnetic 
metal oxide (preferably an USPIO) for the manufacture of 
a MR contrast agent composition for use in a method of 
diagnosis involving first pass contrast enhanced organ 
perfusion magnetic resonance imaging of perfusion 
deficits in a vascularized organ using a T 2 -weighted 
Turbo (fast) spin-echo sequence. 

Preferably the organ is the myocardium (heart) , the 
kidneys, the brain or the liver and more preferably the 
organ is the myocardium. (heart) . 

Viewed from a still further aspect the invention 
provides the use of a MR contrast agent composition 
comprising a particulate superparamagnetic metal oxide 
in MR imaging of a human or vascularized animal subject 
by generating a MR image of slices through a 
vascularized organ of said subject using a T 2 -weighted 
Turbo (fast) spin-echo sequence following administration 
of said composition into the vasculature of said 
subject . Preferably the organ is the myocardium (heart), 
the kidneys, the brain or the liver and more preferably 
the organ is the myocardium (heart) . 

The methods of the invention are preferably used to 
generate images of at least two slices per vascularized 
organ cycle, preferably cardiac cycle, e.g. 2 to 10 
slices/cycle, preferably 3 to 5 slices/cycle. Where the 
image of the heart is to be built up from images from 
more than one cardiac cycle, e.g. from two or less 
preferably three cycles, the slices from separate cycles 
are preferably interleaved. 
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Unlike the gadolinium chelates whose contrast 
effect in the vasculature is generally due to their T x 
reducing effect, superparamagnetic contrast agents, 
especially USPIOs, have both T x and T 2 /T 2 * reducing 
effects, the latter of which can dominate at high 
concentrations. Thus, since on first pass of a 
superparamagnetic contrast agent through the heart ' s 
vasculature the contrast agent concentration can be 
relatively high, the T 2 /T 2 " effect can be used for the 
first pass imaging, e.g. in a T 2 -weighted Turbo (fast) 
spin echo sequence. Such a sequence is preferably used 
in a single shot acquisition (i.e. where an entire image 
rather than a single image line is read out per rf- 
excitation) allowing the use of pre-saturating slabs, 
generally in the phase-encoding direction. In this way 
outer volume suppression, i.e. of the extra-cardiac 
signal, can be achieved without unduly prolonging the 
image acquisition time since a smaller field of view 
(FOV) , and hence fewer phase-encoding lines, are 
necessary to achieve the required image resolution. 
Thus the field of view for the cardiac image can be 
reduced significantly, e.g. to a value commensurate with 
the heart cross section dimension, so causing an 
increase in resolution. This reduction in FOV cannot be 
done using conventional Tj-weighted gradient echo imaging 
with gadolinium chelates since the pre-saturation pulses 
would need to be applied within each sequence cycle, 
i.e. within each TR, and would accordingly increase TR 
so much that it would not be possible to acquire 
sufficient slices within each cardiac cycle. 

The superparamagnetic MR contrast agent used 
according to the invention may be any physiologically 
tolerable agent comprising superparamagnetic iron oxide 
(or doped iron oxide) particles. However particles 
which have a blood half life (measured for example in 
the pig) of at least 10 minutes, preferably at least 3 0 
minutes, more preferably at least 1 hour, are especially 
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preferred. Such particles are often referred to as 
blood pool contrast agents. Generally the contrast 
agent will be a particulate material having a particle 
size of 1 to 8000 run, preferably 5 to 500 nm, more 
preferably 5 to lOOnm. Blood residence times for such 
particles can be enhanced by provision of an 
opsonization inhibiting coating, e.g. polyalkylene 
oxides (e.g. PEG), glycosaminoglycans (e.g. heparin or 
heparinoids, dermatan, hyaluronic acid, keratan, 
chondroitin, etc.). Particularly suitable as USPIO 
agents are dextran or carboxy-dextran-coated USPIOs, the 
degraded starch coated USPIOs of WO97/25 073 (preferably 
also provided with a PEG coating) , AMI 7228 and the 
particulate agents described in WO95/05669, W091/12526, 
WO91/12025, WO90/01899, WO88/00060, WO92/11037 and 
WO90/01295. 

The superparamagnetic agents are especially 
preferably members of the subclass known as ultra small 
superparamagnetic iron oxides (USPIO) . More particularly 
the superparamagnetic agent is preferably a water- 
dispersible material comprising magnetic iron oxide 
particles having on their surfaces (e.g. as a coating), 
an optionally modified carbohydrate or polysaccharide or 
derivative thereof, e.g. a glucose unit containing 
optionally modified polysaccharide or derivative 
thereof, preferably an optionally modified dextran or 
starch or derivative thereof, for example a cleaved 
(e.g. oxidatively cleaved) starch or carboxylated 
dextran. Such iron oxide complexes preferably also 
comprise a further material (e.g. coating material) , 
especially one which inhibits opsonization, e.g. a 
hydrophilic polymer, preferably a f unctionalized 
polyalkylene oxide, more preferably a f unctionalized 
polyethylene glycol (PEG) , in particular methoxy PEG 
phosphate (MPP) . 

The iron oxide complexes preferably have a core 
(i.e. iron oxide particle) diameter (mode diameter) of 1 
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to 15 nm, more preferably 2-10 run, especially 3-7 nm, a 
total diameter (mode particle size) of 1 to 100 nm, more 
preferably 5-50 nm, especially preferably 10-25 nm, an 
r 2 /r 1 ratio at 0.47T and 40 °C of less than 3, more 
preferably less than 2.3, still more preferably less 
than 2.0, especially preferably less than 1.8. The 
saturation magentization (Msat) at IT is preferably 10 
to 100 emu/gFe, more preferably 30-90 emu/gFe. 

One such agent currently undergoing clinical trials 
is known as NC100150 a blood pool contrast agent coated 
with a starch residue and further coated with a PEG 
component, (Clariscan™ , Nycoraed Imaging AS, Oslo, 
Norway), e.g. disclosed in WO 97/25073 (see Ex. 12). 

In the methods of the invention, the 
superparamagnetic contrast agent composition is 
preferably administered by bolus injection into the 
vasculature, particularly a vein, e.g. a limb vein or in 
the case of an animal a tail vein. The bolus is 
preferably administered over a period of less than 3 
minutes, more preferably less than 100 seconds, still 
more preferably less than 60 seconds, e.g. 0.3 to 10 
seconds. Contrast medium injection rates will " 
desirably be in the range 0.01 to 10 mL/sec, especially 
0.3 to 3.0 mLi/sec. The bolus should desirably be as 
tight as possible and may be sharpened by the use of a 
physiological saline chaser. 

In the methods of the invention, the 
superparamagnetic MR contrast agent is preferably 
administered in a dose of 0.5 to 8 mg Fe/kg bodyweight, 
more preferably 1 to 6 mg Fe/kg, especially 2 to 5 mg 
Fe/kg. 

The superparamagnetic contrast agent may be 
formulated for use in the method of the invention with 
conventional pharmaceutical carriers and excipients . 
Typically they will be in aqueous dispersion form, e.g. 
at an iron content of 10 to 50 mg Fe/mL, preferably 20 
to 40 mg Fe/mL. Excipients that may be present include 
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pH modifiers, chelating agents, viscosity modifiers, 
osmolality modifiers, etc. 

The T 2 -weighted Turbo (fast) spin echo sequence is 
preferably effected with a repetition time of one 
cardiac cycle and a FOV which is 80 to 12 0% of the 
cardiac dimension, e.g. 20 to 150 mm, especially 50 to 
100 mm. Turbo (fast) spin echo imaging is described in 
by Henning et al in MRM 3 : 823-833 (1986) . Pre- 
saturation slabs are preferably positioned so as to 
avoid signal from phase wrapping and so as to enable the 
small FOV values to be achieved. 

All documents referred to herein are hereby 
incorporated by reference. 

The invention will now be described further with 
reference to the following non-limiting Example and the 
accompanying drawings in which: 

Figure 1 is a short-axis view of a pig heart with 
an occluded left anterior descending coronary artery 
generated by first pass myocardial imaging using a T 2 - 
weighted single shot Turbo (fast) spin echo sequence 
following iv administration of an USPIO content agent. 

An aqueous suspension of an USPIO blood pool MR 
contrast agent prepared according to the description in 
Example 12 of WO97/25073 was used in this Example. The 
characteristics of this suspension were: [Fe] = 30.2 mg 
Fe/mL; density 1.0589 g/mL; r x = 19.3 s'W 1 ; r 2 = 31.2 
s'W 1 ; ^/r, = 1.61 (at 20 MHz and 37°C) ; saturation 
magnetization (Msat) = 84 emu/g Fe. 

Example 1 

In vivo imaging 

5 mg Fe/kg bodyweight of the contrast agent composition 
was administered by bolus injection over 2 seconds into 
the ear vein of a pig (30 kg) in which the left anterior 
descending coronary artery had been surgically ligated. 
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During first pass of the contrast agent (approximately 
10 seconds after administration) images of the pig's 
heart were generated using a 1 . 5T Philips magnetic 
resonance imaging apparatus operating a T 2 -weighted 
single shot Turbo (fast) spin echo sequence with TE at 
200 ms and a FOV limited to 80 mm using pre-saturation 
slabs applied in the phase encoding direction outside 
the FOV. One slice image obtained in this way is shown 
in Figure 1 of the accompanying drawings. The area of 
the myocardium which is non-perfused as a result of the 
arterial occlusion is arrowed and may clearly be seen in 
the image . 
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Claims 

1. A method of first pass, contrast enhanced organ 
perfusion magnetic resonance imaging of a human or 
vascularized animal subject, wherein a MR contrast agent 
composition is administered into the vasculature of said 
subject and magnetic resonance images are generated of 
slices through a vascularized organ of said subject 
during the passage of said agent through the vasculature 
of said organ, characterised in that said contrast agent 
comprises a particulate superparamagnetic metal oxide 
and in that said images are generated using a T 2 -weighted 
Turbo (fast) spin-echo sequence. 

2 . A method of generating MR images of a human or 
vascularized animal subject, previously administered 
with a MR contrast agent composition comprising a 
particulate superparamagnetic metal oxide into the 
vasculature of said subject, said method comprises 
generating a first pass contrast enhanced organ 
perfusion magnetic resonance image of slices through the 
vascularized organ of said subject and in that said 
images are generated using a T 2 -weighted Turbo (fast) 
spin echo sequence. 

3 . A method as claimed in claims 1 or 2 characterised 
in that said organ is the myocardium, the kidneys, the 
brain or the liver. 

4. A method as claimed in claim 3 characterised in 
that said organ is the myocardium. 

5 . A method according to any of the previous claims 
characterised in that the said sequence is a single shot 
acquisition . 

6. A method according to any of the previous claims 
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characterised in that said contrast agent composition 
comprises an ultra small superparamagnetic iron oxide 
(USPIO) . 

7 . A method according to any of the previous claims 
characterised in that said contrast agent composition 
comprises NC100150. 

8. A method as claimed in any of the previous claims 
characterised in that the contrast agent composition is 
administered by bolus injection over a period of less 
than 3 minutes into the vasculature of said subject. 

9 . The use of a particulate superparamagnetic metal 
oxide for the manufacture of a MR contrast agent 
composition for use in a method of diagnosis involving 
first pass contrast enhanced organ perfusion magnetic 
resonance imaging of perfusion deficits in a 
vascularized organ using a T 2 -weighted Turbo (fast) spin- 
echo sequence. 

10. The use of a MR contrast agent composition 
comprising a particulate superparamagnetic metal oxide 
in MR imaging of a human or vascularized animal subject 
by generating a MR image of slices through a 
vascularized organ of said subject using a T 2 -weighted 
Turbo (fast) spin-echo sequence following administration 
of said composition into the vasculature of said 
subject. 

-. 

11. The use according to claim 9 or 10 wherein the 
contrast agent composition comprises the contrast agent 
NC100150. 

12 . The use according to any of claim 9 to 11 wherein 
the organ is the myocardium, the kidneys, the brain or 
the liver. 
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Figure 1 . 




INTERNATIONAL SEARCH REPORT 



Inte^ al Application No 

PC./hO 01/00137 



A. CLASSIFICATION OF SUBJECT MATTER ^ 

IPC 7 A61B5/055 A61K49/06 






According to International Patent Classification (IPC) or to both national classifica 


tion and IPC 




8. FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61B A61K 6G1R 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

INSPEC, EPO-Internal 


C. DOCUMENTS CONSIDERED TO BE RELEVANT [ 


Category ° 


Citation of document, with indication, where appropriate, ot the relevant passages 


Relevant to claim No. 


X 


W0 96 27394 A (BALZER THOMAS ;SCHER1NG AG 

(DE); MUEHLER ANDREAS (DE); REIMER PETE) 

12 September 1996 (1996-09-12) 

page 3, line 29 - line 38 

page 4, line 29 - line 37 

page 6, line 1 - line 11 

abstract 


1-12 


X 


SMALL W C ET AL: "Dual Contrast 

Enhancement of Both Tl- and T2 -Weighted 

Sequences Using Ultrasmall 

Superparamagnetic Iron Oxide" 

MAGNETIC RESONANCE IMAGING, 

vol. 11, no. 5, 1993, pages 645-654, 

XP0O2901813 

page 645 -page 648, right-hand column, 
paragraph 1 


1-12 

i 


| x| Further documents are listed In the continuation of box C. 


j)( | Patent family members are listed In annex. 


• Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring loan oral disclosure, use. exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priorily date claimed 


T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document Is taken alone 

"V document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 


Date of the actual completion of the international search 


Date of mailing of the international search report 


11 July 2001 


0 2. 08. 2001 




Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL-22B0 HVRijswijk 
Tel. (+31-70)340-2040, Tx. 31 651 epo nf, 
Fax: (+31-70)340-3016 


Authorized officer 

Cilia Lyckman 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



Int^ anal Application No 

PCT/NO 01/00137 



C(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category" 



Citation of document, with Indication, where appropriate, of the relevant passages 



Relevant to claim No. 



p,x 



WO 00 72037 A (NYC0MED IMAGING AS) 

30 November 2000 (2000-11-30) 

page 6, paragraph 2 -page 7, paragraph 5 

page 8, paragraph 5 -page 9, paragraph 3 

W0 99 06849 A (NYC0MED IMAGING AS (NO); 

AAKES0N PER (US); J0HANS) 

11 February 1999 (1999-02-11) 

page 5 -page 7 

abstract 

US 5 855 868 A (FAHLVIK ANNE KJERSTI ) 
5 January 1999 (1999-01-05) 
column 2, line 33 - line 61 
abstract 



1-12 



1-12 



1-12 



Form PCT/1SA/2I0 (continuation ol second shoel) (July 1 982) 



INTERNATIONAL SEARCH REPORT 


tnt<| nal Application No 

PCT/NO 01/00137 


Patent document 
cited in search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 



WO 9627394 A 12-09-1996 DE 19509694 A 19-09-1996 

AU 5103096 A 23-09-1996 
ZA 9601919 A 16-07-1996 



W0 0072037 A 30-11-2000 AU 5085800 A 12-12-2000 



WO 9906849 A 11-02-1999 AU 8551498 A 22-02-1999 

EP 1000367 A 17-05-2000 



US 5855868 A 05-01-1999 



Form PCT/1SA/210 (patera family annex) (July 1992) 



AU 


704926 B 


06- 


■05-1999 


AU 


2172197 A 


22- 


■10-1997 


CA 


2250818 A 


09- 


■10-1997 


CN 


1219135 A 


09- 


•06-1999 


EP 


0896546 A 


17- 


•02-1999 


WO 


9736617 A 


09- 


•10-1997 


JP 


2000507567 T 


20- 


•06-2000 


NO 


984555 A 


29- 


•09-1998 



f HIS PAGE BLANK (uspto) 



